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Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Sir: 

I, Ismail Elchagea, do hereby declare as follows: 

L I am President and Chief Operating Officer and Co-founder of Ambotan Pharma 
mat specializes in developing drugs in the area of life threatening disease categories, 
especially HCV. I am also the Founder, Chairman of the Board and CEO of ITPL 
Laboratories that provides analytical and formulation services to the Pharmaceutical 
Industry. 
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2. My principal area of research is in Natural Products and Pharmaceutical Research 
and Drug Development, with particular expertise in infectious diseases. 

3. In the course of my activities, I have been listed as an inventor on the present 
patent application, entitled "BOTANICAL DRUG COMPOSITIONS FOR 
TREATMENT OF LIVER AND IMMUNOLOGICAL DISORDERS", having U.S. 
Serial Number 10/662,777, filed September 15, 2003. 

4. 1 have reviewed the disclosure of the present application, with particular emphasis 
on the pharmaceutical compositions under development for treating patients with 
advanced stage liver disease and immunological disorders. Our laboratory has identified 
the plants and extracts of this application as being efficacious for treating patients having 
advanced stage hepatitis, which is characterized as being of stage 4-6, with evidence of 
fibrosis and cirrhosis of the liver. 



5. To my knowledge there are no effective therapies to reverse or stabilize the liver 
damage observed in this late stage of hepatitis. Furthermore, to my knowledge, no others 
have used the plants or plant extracts of the present invention to stabilize or reverse the 
histopathological effects of hepatitis, including liver fibrosis and cirrhosis associated with 
stages 4-6 of hepatitis. 



6. Upon review of the references by Shawkat and by Medenica, I do not find evidence 
that they have studied hepatitis patients in this veiy late stage of the disease process. 
More particularly, they do not demonstrate the use of any of the plants for treating 
hepatitis patients in stages 4-6 having signs of fibrosis or cirrhosis, or for reversing the 
histopathological changes in the liver of these patients. 

7. Furthermore, neither Shawkat nor Medenica demonstrate the use of the plants of 
the present invention, including Nigella saliva, for elevating either the number or activity 
of immune cells or platelets in advanced stage(stages 4-6) hepatitis patients having 
fibrosis or cirrhosis. 
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8. Our laboratory has demonstrated the ability to stabilize or to reverse the 
progression of pathological changes in the liver and to increase the immune cell number 
and activity of these cells in patients having stage 4-6 of type C hepatitis, genotype 4, 
when the plant extracts of the present invention are used at a concentration of not less 
than 20% w/v. These findings are unexpected, given the serious nature of the disease at 
such a late stage. We were only able to observe the unexpected results in improvement of 
liver function tests, improved histopatholgy and improvement in immune cell number and 
function in this patient population by increasing the dosages to at least 20% w/v. Lower 
doses such as those used by Shawkat and Medenica were not effective in reversing the 
histopathology or immune function or immune cell numbers in these patients, Shawkat 
and Medenica woul d not know to use the increased dosage of the extracts, such as those 
used in our studies, since the patient population studied by Shawkat and Medenica in all 
likelihood were not patients in the advanced stage of hepatitis and did not have the 
fibrosis or cirrhosis as exhibited by the patients in our studies. 

9. The results of the clinical trials using these plant extracts for treating stage 4-6 
hepatitis patients with fibrosis and cinhosis are attached here as Exhibit A. In our clinical 
studies, patients having greater than 2 million copies of HepC genotype 4 were 
randomized to Placebo (P) or Ambovex (Amb) treatment groups. A number of studies 
were conducted, lasting from 6 months through 24 months. Ambovex patients, but not 
placebo patients, showed lowering of the viral load, as shown by the decrease of hepatitis 
virus RNA (Figure 1). Furthermore, Ambovex patients, but not placebo patients, showed 
improvements in liver function tests, including ALT and AST (Figure 2). In addition, 
Figures 3 through 6 demonstrate the dramatic impact of Ambovex on fibrotic progression 
in the liver. Moreover, Figure 5 shows the more specific and significant effects of 
Ambovex on staging, hepatic activity index (HAI), and the presence of reticulin and 
collagenosis in this patient population. Figure 6 provides a summaiy of the number of 
patients that improved, stabilized or worsened during the course of the clinical study. 
Figures 7-10 show that the administration of Ambovex to advanced stage hepatitis 



patients has a significant impact on the number of immune cells and their activity, 
including natural killer cells (NK), macrophages, and T cells, as well as an increase in the 
number of platelets. It is evident that the findings of our studies are very dramatic given 
the advanced stage of the disease being treated. Neither Shawkat nor Medenica 
demonstrate an effect of the plants of our present invention on any of these parameters in 
patients having advanced stage hepatitis with liver fibrosis or cirrhosis. Nor could they 
have observed such dramatic effects at the lower doses they used, since our findings 
indicate that doses of at least 20% w/v are necessary to stabilize or reverse the 
histopathology and immune functions in this patient population. 

I hereby declare that all statements made herein of my own knowledge are true and that 
all statements made on information and belief are believed to be true; and further, that 
these statements were made with the knowledge that willful false statements and the like 
so made are punishable by fine or imprisonment, or both, under Title 18 of the U.S. 
Code, Section 1001, and that such willful false statements may jeopardize the validity of 
this application or any patent issuing thereon. 





Ismail Elchagea, Ambotan Pharma, 
President and Chief Operating Officer 
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